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atorvastatln tert.-Bu ester (I), processes for their prepn. and 
their conversion to highly pure atorvaetatln bemicalciura in 
non-cry st., in particular amorphous form. 
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AB The invention relates to a novel process for the preparation of amorphous 
atorvastatln calcium salt (2:1) from atorvastatln 

tert-Bu ester. The preparation comprises: (a) dissolving atorvastatln 
tert-Bu ester in a solvent, (b) adding an aqueous alkaline or alkaline 
earth metal 

hydroxide solution, (c) removing of the solvent, (b) adding water and a 

water 

non soluble solvent, (e) adding an aqueous calcium salt solution, (f) 
separation 

of the phases and removing of the solvent to obtain desired amorphous 
atorvaetatln calcium and hydrates thereof. The process disclosed 
herein gives amorphous form directly without interconversion of any 
crystalline form into amorphous form. 
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AB Novel crystalline forma of atorvastatln calcium (I) 

designated Fa and Je are prepared by crystallization from non-aqueous, 
non-polar solvents at a temperature above 90*C. The 

crystalline forms are useful as agents for treating hyperlipidemia and 
hypercholesterolemia. 
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by 



A process was described for the preparation of non-cryatalllne 
atorvastatln calcium, a known HMG-CoA reductase inhibitor used as 
an antihypercholesterolemic agent. Atorvaatatin is usually 
prepared as its calcium salt since it enable atorvastatln to be 
conveniently formulated in the pharmaceutical formulations, for example, 
in tablets, capsules, powders and the like for oral administration. 
Atorvastatln calcium can exist in an amorphous form or in one of 
the crystalline forms. Atorvastatln calcium is the 

substance which is very slightly water-soluble, and it has been found that 
the crystalline forms are less readily soluble than the amorphous form 
which may cause problems in the bioavailability of atorvastatln 
in the body. The present invention relates to a novel process for 
converting the atorvastatln intermediates I (A, A* - hydroxyl 
protecting groups* AA' - single dihydroxy protecting group; B - carboxyl 
protecting group) or atorvastatln lactose into the non 
-crystalline atorvastatln calcium. Thus, I (AA* - CMe2, B 
- OCMe3) in THF and a 101 HC1 solution were stirred at rt fo 15 h followed 



addn of solid NaOH and stirred for an addnl. 30 h. The resulting solution 
was evaporated by vacuum, the phases separated with the aqueous phase being 
rapidly 

agitated and treated with 5M HC1 to adjust the pH to 7.0-7.5. The 
agitated pH adjusted aqueous phase was then treated with Ca(OAc)2 in H20 to 
give the desired non-crystalline atorvastatln 

calcium. 
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